Synthetic procedures
Methods. All reagents and solvents were purchased from Sigma-Aldrich and were used as received.
Merck silica gel 60 (230-400 mesh) was used for column chromatography. Merck TLC aluminum sheets, silica gel 60 F 254 were used for TLC. NMR spectra were recorded with a Bruker DRX-400 AVANCE or a Bruker DRX-500 AVANCE spectrometer in the indicated solvents (TMS as internal standard): the values of the chemical shifts are expressed in ppm and the coupling constants (J) in
Hz. An Agilent 1100 LC/MSD operating with an electrospray source was used in mass spectrometry experiments.
N-(26-Azido-3,6,9,12,15,18,21,24-octaoxahexacosyl)oleamide (3).
A mixture of oleic acid (2, 200 mg, 0.708 mmol) in dry THF (5.0 mL) containing CDI (115 mg, 0.709 mmol) was refluxed for 3 h and then a solution O-(2-aminoethyl)-O′-(2-azidoethyl)heptaethylene glycol (213 mg, 0.486 mmol) in dry THF was added. The resulting mixture was stirred overnight at room temperature and then concentrated under reduced pressure.
Purification of the residue by flash chromatography with ethyl acetate-methanol (97:3) gave 3 as a pale yellow oil (305 mg, yield 89%). 1 H NMR (400 MHz, CDCl 3 ): 0.87 (t, J = 6.5, 3H), 1.22-1.36 (m, 20H), 1.57-1.65 (m, 2H), 1.96-2.04 (m, 4H), 2.16 (t, J = 7.5, 2H), 3.36-3.40 (m, 2H), 3.44 (q, J = 4.8, 2H), 3.54 (t, J = 4.9, 2H), 3.59-3.70 (m, 30H), 5.27-5.39 (m, 2H) 1, 22.7, 25.8, 27.2, 29.2, 29.3, 29.5, 29.8, 31.9, 36.7, 39.1, 50.7, 51.7, 55.9, 62.8, 69.3, 70.0, 70.2, 70.5, 110.1, 113.5, 115.8, 122.4, 124.7, 128.0, 129.8, 130.0, 143.6, 144.7, 149.6, 149.7, 167.6, 173.3 . MS (ESI): m/z 972 (M + Na + ). 22.7, 25.8, 27.2, 29.2, 29.3, 29.5, 29.8, 31.9, 36.7, 39.2, 50.4, 55.9, 62.9, 69.4, 70.0, 70.2, 70.5, 110.2, 113.6, 115.5, 122.7, 124.4, 127.8, 129.8, 130.0, 143.5, 146.0, 149.7, 149.78, 169.8, 173.6 .
(E)-3-[3-Methoxy-4-[[1-[(Z)-28-oxo-

MS (ESI)
: m/z 958 (M + Na + ). 
Evaluation of NIH3T3 and HC viability
Cells (1.5 x 10 4 ) suspended in 1 mL of complete medium were seeded in each well of a 24 well round multidish and incubated at 37 °C in an atmosphere of 5% CO 2 . Once reached the 50% of confluence (i.e. after 24 hours of culture), the culture medium was discharged and the following concentrations of HA-FA-NEG-OA materials were tested: 1.0x10 -2 , 2.5x10 -2 , 5x10 -2 , 7x10 -2 , 1x10 -1 , 1.5x10 -1 mg/mL.
All samples were set up in six replicates. Complete medium was used as negative control. After 24 hours of incubation, cell viability was evaluated by Neutral Red uptake, as follows. First, the following solutions were prepared in order to determine the percentage of viable cells:
1. Neutral Red (NR) stock solution: 0.33 g NR dye powder in 100 mL of sterile water; 2. NR medium: 1.0 mL NR stock solution+99.0 routine culture medium pre-warmed to 37 °C; 3. NR desorb solution: 1% glacial acetic acid solution + 50% ethanol + 49% water.
At the end of incubation, the routine culture medium was removed from each plate and the cells were carefully rinsed with 1 mL pre-warmed D-PBS 0.1M. Plates were then gently blotted with paper towels. 1.0 mL NR medium was added to each dish and further incubated at 37 °C, 95% humidity, 5.0% CO 2 for 3 h. The cells were checked during incubation for NR crystal formation.
After incubation, the NR medium was removed and the cells were carefully rinsed with 1 mL prewarmed D-PBS 0.1M. PBS was decanted and blotted from the dishes and exactly 1 mL NR desorb solution was added to each sample. Plates were placed on a shaker for 20-45 min to extract NR from the cells and form a homogeneous solution. During this step the samples were covered to protect them from light. Five min after removal from the shaker, absorbance was read at 540 nm with a UV/visible spectrophotometer (Lambda 25, Perkin Elmer). Figure ESI-7. Fluorescence image of PANC-1 cells after 30 min of contact with HA-FA-NEG-OA-4 material and after 2 h internalization. The green fluorescence is due to the FITC-conjugated lectin interacting with membranes, whereas the blue emission is produced by HA-FA-NEG-OA-4 material internalized into the cytoplasm.
